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Fatigue in primary care:

Doctor, Why Am I So Tired?
NINA MINGIONI, MD FACP

Learning Objectives
Identify top causes of fatigue in primary care
Develop an evidence-based approach to assessing a
patient with fatigue
Reflect on the evidence for available screening tools for
fatigue

Doctor, why
am I so tired
all the time?

43-year-old woman presents to you with the
chief complaint of “Doctor, I am run down all
the time.”

Definition of fatigue
Multiple ones exist!
Are definitions relevant?
Does duration matter?
Finsterer J, Mahjoub SZ. Fatigue in healthy and diseased individuals. Am J Hosp Palliat Care. 2014;31(5):562-575.

Sleepiness

Feeling
down

Dyspnea
on Exertion

Fatigue
Decreased
exercise
tolerance

Weakness

Lack of
energy

Sleepiness

Feeling
down

Dyspnea
on Exertion

Good
history
Fatigue
is key!
Decreased
exercise
tolerance

Weakness

Lack of
energy

Most common (identifiable) causes of fatigue
Anemia

Cardiopulmonary
Disease

Depression

Thyroid Disease

Sleep apnea

Side effects of
medications and
supplements

Start with open-ended questions…

”Tell me more
about this”

“Please describe
to me what that
means”

Then explore more specifically

Start with sleep
What time do you go to sleep on a typical night?
How long does it take you to fall asleep?
Do you wake up at night? Why? How many times?
When do you wake up?
How do you feel when you wake up in the morning?

Then ask about the day
How much effort does it take to get out of bed and get
moving?
Do you get sleepy throughout the day?
How likely are you to fall asleep during quiet activities, such
as sitting down and reading a book or watching TV?
How is your energy level throughout the day?
How’s your mood?

Assess exercise tolerance
Are you able to keep active?
What happens when you exert yourself?

Assess impact on life
What do you enjoy?
What hobbies do you have?
Have you been able to enjoy your normal day-to-day activities?

Weight changes

Other
review of
systems

Bleeding/pica
Dyspnea
Edema
Bowel changes

Vital signs
Conjunctiva

Physical
Exam

Oropharynx
Neck
Cardiopulmonary exam
Abdominal exam
Strength testing

Mallampati Classification

Myers KA, Mrkobrada M, Simel DL. Does this patient have obstructive sleep apnea?: The Rational Clinical Examination systematic review. JAMA. 2013;310(7):731-741.

Also
important

Medication/supplement review
PHQ-9

Anemia

Depression

Cardiopulmonary
Disease

Thyroid Disease

Sleep apnea

Common illness scripts

Anemia: Fatigue and…
Dyspnea, dizziness, decreased exercise tolerance
May be more prevalent in younger menstruating women or those at risk for malabsorption

Pica is commonly associated (ice, clay, dirt, starch)
◦ Prevalence varies
◦ OR 2.4

Kettaneh A, Eclache V, Fain O, et al. Pica and food craving in patients with iron-deficiency anemia: a case-control study in France. Am J Med. 2005;118(2):185-188.
Miao D, Young SL, Golden CD. A meta-analysis of pica and micronutrient status. Am J Hum Biol. 2015;27(1):84-93.

McGee S. Evidence-Based Physical Diagnosis. 3rd ed. Philadelphia PA: Saunders; 2012

Sleep disorders: fatigue and…
Need for naps throughout the day
Naps improve fatigue
Sleepiness during quiet activities
Patient with obesity

DDx: Sleep apnea, insufficient sleep, sleep latency disorders

Symptom
Nocturnal choking/gasping
Morning headache
Reported apnea
Excessive daytime sleepiness
Snoring
Mallampati class 3 or 4
Overall clinical impression
STOP-Bang Questionnaire

Sensitivity
52%
22%
80%
50%
90%
55%
58%
93%

Specificity
84%
85%
42%
61%
19%
65%
67%
35%

LR+
3.3
1.5
1.4
1.3
1.1
1.6
1.7
1.4

LR0.57
0.92
0.47
0.81
0.6
0.68
0.67
0.2

Myers KA, Mrkobrada M, Simel DL. Does this patient have obstructive sleep apnea?: The Rational Clinical Examination systematic review. JAMA. 2013;310(7):731-741.

Chung F, Yang Y, Liao P. Predictive performance of the STOP-Bang score for identifying obstructive sleep apnea in obese patients. Obes Surg. 2013;23(12):2050-2057.

Hypothyroidism: fatigue and…
Weight gain
Edema
Dry skin
Goiter
Family history

Finding
Cool and dry skin
Coarse skin
Periorbital puffiness
Puffiness of wrists
Hair loss of eyebrows
Pretibial edema
Hypothyroid speech
Slow pulse rate
Enlarged thyroid
Delayed ankle reflexes
Slow movements

Sensitivity
16
29-61
53-91
39
29
78
37
29-43
46
48
87

McGee S. Evidence-Based Physical Diagnosis. 3rd ed. Philadelphia PA: Saunders; 2012

Specificity
97
74-95
21-81
86
85
31
93
89-98
84
86
13

LR+
4.7
3.4
NS
2.9
1.9
NS
5.4
4.2
2.8
3.4
NS

LR0.9
0.7
0.6
0.7
NS
NS
0.7
0.7
0.6
0.6
NS

Cardiac disease: fatigue and…
Women are more likely than men have Acute Coronary Syndrome with no chest pain or discomfort
(37% vs 27%)
Approximately 60% of all patients with Unstable Angina report unusual fatigue
Fatigue does NOT generally occur in isolation as the only symptom of ACS
◦ Look for associated symptoms
◦ Look for risk factors

Canto JG, Goldberg RJ, Hand MM, et al. Symptom presentation of women with acute coronary syndromes: myth vs reality. Arch Intern Med. 2007;167(22):2405-2413.
DeVon HA, Zerwic JJ. The symptoms of unstable angina: do women and men differ? Nurs Res. 2003;52(2):108-118.

Depression: fatigue and…
Depressed mood and anhedonia are key features
At least 5 symptoms present most days for at least 2 weeks

Depressed people are twice as likely to feel fatigue and
people with no depression
People with fatigue are twice as likely to also have
depression as people with no fatigue

Malhi GS, Mann JJ. Depression. Lancet. 2018;392(10161):2299-2312.
Corfield EC, Martin NG, Nyholt DR. Co-occurrence and symptomatology of fatigue and depression. Compr Psychiatry. 2016;71:1-10.

Medications as a cause of fatigue
Beta-blockers

Sedatives/hypnotics

Anti-histamines

Narcotics

Muscle relaxants

Benzodiazapines

Gabapentin/Pregabalin

Venlafaxine

Tricyclic
antidepressants

Additive effects!!!

•1st generation
•2nd generation

Supplements as a cause of fatigue
ST. JOHN’S WART

VALERIAN ROOT

OTHERS?

SAW PAMETTO

MEDICATION/SUPPLEMENT
INTERACTION

Posadzki P, Watson LK, Ernst E. Adverse effects of herbal medicines: an overview of systematic reviews. Clin Med . 2013;13(1):7-12.

What if
there is no
clear
syndrome?

Are there labs that each patient
with fatigue should get?

Are there labs that each patient
with fatigue should get?

CBC

What if
there is no
clear
syndrome

BMP

LFT

TSH

Consider Ferritin testing
In non-anemic menstruating women with unexplained fatigue and low ferritin levels iron
supplementation improved fatigue.

Verdon F, Burnand B, Stubi C-LF, et al. Iron supplementation for unexplained fatigue in non-anaemic women: double blind randomised placebo controlled trial. BMJ. 2003;326(7399):1124.
Vaucher P, Druais P-L, Waldvogel S, Favrat B. Effect of iron supplementation on fatigue in nonanemic menstruating women with low ferritin: a randomized controlled trial. CMAJ. 2012;184(11):1247-1254.
Arcani R, Suchon P, Venton G, et al. Efficacy of intravenous iron therapy in non-anaemic iron-deficient patients with fatigue. Neth J Med. 2020;78(1):34-36.

Consider no-cost interventions
PHQ-9 Questionnaire
STOP-Bang Questionnaire

Other considerations
Make sure they are up to date on age-appropriate screening
◦ Cancer screening
◦ Hepatitis C if born between 1945 and 1965
◦ HIV screening is recommended in all adults by USPSTF

What about
other labs?

CRP

mild elevations of CRP are common
significant elevations are consistent
with bacterial infections
drops quickly once treated

ESR/CRP

ESR

ESR>100 mm/hour: PPV>90% for
an identifiable cause of marked ESR
elevation
can take weeks to return to normal

Bray C, Bell LN, Liang H, et al. Erythrocyte Sedimentation Rate and C-reactive Protein Measurements and Their Relevance in Clinical Medicine. WMJ.
2016;115(6):317-321.

Clinical
suspicion for
disease

ESR/CRP
Results
HIGH

HIGH

LOW

HIGH SUSPCION
FOR SERIOUS
UNDERLYING
ILLNESS

HIGH
MODERATE

Check
ESR/CRP
Check
ESR/CRP

NOT HELPFUL
LOW
HIGH

LOW
LOW

RULE OUT SERIOUS
UNDERLYING
ILLNESS

Vitamin D Deficiency can be associated with:
◦ Muscle weakness
◦ Type II muscle fiber atrophy
◦ Accelerated sarcopenia

Vitamin D

So:
◦ Might be appropriate to order if some has
muscular weakness
◦ Not clearly associated with non-specific
fatigue
◦ Consider screening if at risk

Vitamin B12 Deficiency:

Vitamin B12

• Neuropsychiatric symptoms WITHOUT anemia or
macrocytosis (28%)
◦ paresthesia, sensory loss, ataxia, dementia, and
psychiatric disorders

• Macrocytosis with or without anemia
• NO isolated fatigue

Stabler SP, Allen RH, Savage DG, Lindenbaum J. Clinical spectrum and diagnosis of cobalamin deficiency. Blood.
1990;76(5):871-881.
Lindenbaum J, Healton EB, Savage DG, et al. Neuropsychiatric disorders caused by cobalamin deficiency in the absence of
anemia or macrocytosis. N Engl J Med. 1988;318(26):1720-1728.

Many conditions cause decrease in total T3
and T4, but FREE T3 and T4 are relatively
stable

T3 and T4

Central hypothyroidism
◦ Normal TSH, low T4
◦ Usually due to hypopituitarism
◦ Symptoms can be same as primary
hypothyroidism but are frequently milder
due to co-existing hormonal deficiencies
◦ 1000 times LESS common than primary
hypothyroidism
Persani L. Clinical review: Central hypothyroidism: pathogenic, diagnostic, and therapeutic challenges. J Clin
Endocrinol Metab. 2012;97(9):3068-3078.

70% of adolescents and adults with EBV
infections present with Infectious
Mononucleosis

EBV Titers

90-95% of adults are eventually EBV
seropositive
Association between EBV and Chronic
Fatigue Syndrome is questionable
◦ In prospective studies, 7-13% of adults
reported fatigue 6 months after an acute EBV
infection.

Lennon P, Crotty M, Fenton JE. Infectious mononucleosis. BMJ. 2015;350:h1825.

Rheumatologic
Testing

Severe fatigue is common in rheumatologic
disease (35-57%)
Diagnosis of any rheumatologic disease is based
on a specific syndrome alone with suggestive
serologies and is never based on serology alone.

Overman CL, Kool MB, Da Silva JAP, Geenen R. The prevalence of severe fatigue in rheumatic diseases: an
international study. Clin Rheumatol. 2016;35(2):409-415.C

Celiac disease is common (1% of general population)
Fatigue is common in patients with celiac disease

Celiac
Disease
Testing

◦ Prevalence 8-100% in various studies
◦ No clear evidence that fatigue improves on gluten-free
diet

Patients with celiac disease usually have more than
fatigue as a presenting symptom
No evidence that patients with chronic fatigue are
more likely to have celiac disease
Sanders DS, Patel D, Stephenson TJ, et al. A primary care cross-sectional study of undiagnosed adult coeliac disease. Eur J
Gastroenterol Hepatol. 2003;15(4):407-413.
Skowera A, Peakman M, Cleare A, Davies E, Deale A, Wessely S. High prevalence of serum markers of coeliac disease in patients
with chronic fatigue syndrome. J Clin Pathol. 2001;54(4):335-336.
Skjellerudsveen BM, Omdal R, Grimstad T. Fatigue in celiac disease: A review of the literature. JGH Open. 2019;3(3):242-248.

Mold can cause legitimate medical ailments
◦ Allergic diseases
◦ Hypersensitivity pneumonitis

Mold testing

◦ Dermatologic infections
◦ Sepsis in immunocompromised

Toxic Mold Syndrome: fact or fiction?
◦ Syndrome of headache, fatigue, difficulty
concentrating, myalgias, memory loss, mood
changes
◦ Mycotoxins: no evidence, no plausible mechanism
◦ No FDA approved testing

Chang C, Gershwin ME. The Myth of Mycotoxins and Mold Injury. Clin Rev Allergy Immunol. 2019;57(3):449-455.

Untreated “stage 3” Lyme disease syndrome is oligoarthritis
and neuroborreliosis
• these have defined symptoms

After treatment of Lyme disease, systemic symptoms can linger
• no evidence that indicates persistent infection

Lyme Titers

• No evidence that giving more antibiotics is helpful

“Chronic” Lyme Disease?
• Poorly defined syndrome of various atypical symptoms
• No objective clinical symptoms of recognized Lyme syndromes
• Usually negative testing

Vitamin D
Vitamin B12

What NOT
to order
routinely

T3, T4
Lyme testing
EBV Titers
Celiac panel
Rheumatologic testing

What if no
cause is
found?

Does diet matter?
Maybe!
High-protein high-fat low-carb diets result in less skeletal muscle glycogen stores than high-carb
diet
Depletion of muscle glycogen results in decrease in exercise tolerance.

Does my patient have occult
malignancy?
No literature to support that fatigue is the only symptom of malignancy
Making sure patient is up-to-date on age-appropriate recommended cancer screening is
reasonable.

Does my patient have
fibromyalgia?
Diffuse pain is a central for diagnosis
Severe fatigue is common
Common co-occurrence with inflammatory conditions (central sensitization)

Does my patient have
Myalgic Encephalomyelitis?
Myalgic Encephalitis/Chronic Fatigue Syndrome (ME/CFS)
Overwhelming fatigue not improved by rest
Prominent post-exertional malaise
Unrefreshing sleep
Cognitive impairment OR orthostatic intolerance

Komaroff AL. Advances in Understanding the Pathophysiology of Chronic Fatigue Syndrome. JAMA. July 2019. doi:10.1001/jama.2019.8312

Good history is key!

Illness scripts drive the work-up

Labs: CBC, BMP, LFT, TSH

Summary
Consider Ferritin

Do not over-order tests

Clinical follow up is important

